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72 3 14
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148 13 19
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352 15 24
436 21 25
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Annex 1 2008

Maximum permitted number of particles
equal to or greater than 0.5

At Rest In Operation
Grade
0.5 pm 5.0pum 0.5 pm S5.0pm
A 3520 20 3520 20
B 3520 29 352000 2900
C 352000 2900 3520000 29000
1] 3520000 29000 Mot defined Mot defined

Annex 1 2017 Draft

Maximum permitted number of particles
equal to or preater than 0.5

At rest equal to or In operation equal
Grade greaterthan 0.5 to or greater than

Lm per m
A 3520
B 3520
C 352000
D 3520000

150
classification in
0.5 pm per m* oF re::njat
3520 5/5
352000 57
3520000 7/E
Mot 8

defined



»

i {%_—;: H'& eganll

11

H %

e I 5 1 AN [F]
AT AN [F]
I H FIANE]
.%@Uﬂ%<ﬁﬁ%)iﬁ§?ﬁ



» WK B GMP T 3% — P i 5 58 — i PR

12

Table 5: Recommended limits for airborne particle concentration for the monitoring of
non-viable contamination

Recommended maximum lignits Recommended maximum limits
Grade for particles £ 0.5 pm/m for particles = 5 pm/m

1n operation at rest n operation at rest
A 3520 3520 20 20
B 352000 3520 2900 29
C 3 520 000 352 000 29000 2900

Set a limat based | 3 520 000 Set a limit based | 29 000
D on the sk on the sk

assessment assessment
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Table 6: Recommended maximum limits for microbial contamination

Grade | Air sample Settle plates Contact plates | Glove print
cfu/m’ (diam. 90 mm) | (diam. 55mm), | 5 fingers on
cfu/4 hours cfu/ plate both hands
cfu/ glove
A® |1 1 1 1
B 10 5 5 5
C 100 50 25
D 200 100 50
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TABLE 1- Air Classifications®

Clean Area [50) =0.5 um Microbiological Microbiological Settling
Classification Designation® particles/m’ Active Aar Action Plates Action Levels®
(0.5 um particles i) Levels® (cfu'm’ ) [diam. 90mm; cfu'd hours)
100 3 3,520 1° 17
[ 000 6 35,200 7 3
10000 7 332000 10 5
100,000 8 3,520,000 [0 30

a- All classafications based on data measured i the vicity of exposed matenals/arucles dunng penods of activity,
b- 150 14644-1 designations provide umform particle concentration values for cleanrooms in multiple industries. An 150 5 particle

concentration 15 equal to Class 100 and approximately equals EU Grade A
- Values represent recommended levels of environmental quality. You may find it approprate to establish alizmate microbiological action

levels dus w the nature of the operation or method of analvsis.

d- The addinonal use of settling platas is optional,
g- Samples from Class 100 (150 5) envirenments should normally yield no mucrobiological contannants.
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This Annex provides general guidance that should be used for all sterile medicinal
products and sterile active substances, via adaption, using the principles of Quality
Risk Management (QRM), to ensure that microbial, particulate and pyrogen
contamination associated with microbes is prevented in the final product.
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9.5 Routine monitoring for clean rooms. clean air devices and personnel should be performed
“in operation” throughout all critical stages. including equipment set up. The locations.
frequency. volume and duration of monitoring should be determined based on the risk
assessment and the results obtained during the qualification.
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Case 2#: Settle Plate in Grade A

Case 1#: Active Air Sampling in Grade A
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ASEPTIC HANUFACTURING &8 HOUR DAY

CONTIHNUDOUS

BioCapt®5U 25 LPM

PARTICLE MEASUREMEMNT 28 LPM

BioCapt™® 55 25 LPM

100 LPM
O HOURS

4 HOURS

GHOURS

TOTAL roe
SAMPLED
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9.15 The grade A zone should be monitored continuously and with a suitable sample size (at
least 28 litres (a cubic foot) per minute) so that all interventions, transient events and any
system deterioration would be captured and alarms triggered if alert limits are exceeded.
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Technical Area

Critical Cleanrooms (A/B)

IT Area

Background Cleanrooms (C/D)
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» Grade A: invariably 0 cfu AZ 7Kzt H0cfu

* Surrounding room: set statistically using historical data
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* For each sample type and technique (evaluate settle plates separately to

active-air) 1& FAL A RAE S BIANER (o B PEAL YT REASEAT 3= B R A

« Calculated level must not exceed guidance value fEfi] 115 45 A GE T
fErHUE
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